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= (54) Title: aPC NON-NEUTRALIZING ANTIBODY 
|H (54) §£W<D%Vt: aPC#*ffltt{* 

(57) Abstract: It is intended to provide an anti-aPC antibody which inhibits the inactivation of activated protein C (aPC) and uti- 
^ lization thereof. By screening anti-aPC antibody, an anti-aPC antibody having an activity of inhibiting the inactivation of aPC in the 
^ blood is successfully isolated. Via the inhibition of the inactivation of aPC, this antibody is usable in maintaining the aPC activity 

and sustaining the physiological effects (for example, an effect of inhibiting the activation of the blood coagulation system, an anti- 
^ inflammatory effect, etc.) of aPC. It is also intended to provide utilization of the above antibody in treating thrombosis, sepsis, etc. 

with the use of aPC. In the administration of aPC for a therapeutic purpose, the therapeutic effects can be prolonged by bonding the 
^ antibody as described above to aPC. This antibody is useable in treating and preventing thrombosis, sepsis, etc. 

it (57)S^:*«MI*. 5Stt^b^P^>r>C (aPC) (D^H&itZ WflJ^taaPCttttfcJ: *<B*Jffl£ll{ft-r £o St 
O aPcEtftc&x* <)--><flz&*>) % M<P\zt$\fZ*PC<D*7Ste.it£mm? £5Stt£ ft offiaPCfeitt ^tiz 
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^©tesgtt:^ uxig^^y is&xw-^T v y^ct^KWim^n 
& p &#-e fe 5 ^ ^ >v<? ^ ^^is^f i-^v ^tc &mm t (DftELftm k x t> #r/B 

^nx-^VC (protein C; PC) «rfiH4fc**3. ^ft^^tbfcPC ( 
activated protein C; aPC) ttT'nr-l'yS (protein S) £r*iSlf?f £ 
Factor Vafe itWlIIa&^EHt; \MW&<nWfc*nMlT < . *fcaPC{3: 
PAI-1 (Plasminogen Activator Inhibitor-1) -^TAFI (Thrombin Activatable 
Fibrinolysis Inhibitor) ft £<D**IW*«t«l«lf1MH httZ Bm^* 
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Ttm, & 5 V ^Factor Va^KlJ; SaPC^S^JktfeiEOSimBW— oT-feS 

=i^tf^-^haPC^jfiL^(^^^^jT?feSr ^^^^ttTV>5 (N. Engl. 
J. Med. 2001, 344: 699-709) . aPCaSjkWftifcfcfl^ Utft&ffitfUB fc^i - 

Z>Z.b&^V&£tlXte<0 (J. Biol. Chem. 2001, 276: 11199-11203) % ftoto&r* 

^£*bTV^5 (J. Clin. Invest. 1987, 79: 918-25) 0 

|£)&PJ.#^Wn ^r^t>^b^^T^ fC-Y lf^— (protein C inhibitor; PCI 
) ^>alT^b IJ (al-antitrypsin; AAT) «9 RTigftfcl^EHfc* ft 

& ^^c*«r«Hft^ £ 5 v > 0 »gf *crt Bitted £ ft 5 aPC©f#H 
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^-fbS:«i«yi-S^i:J!iJ:*)aPCO^Sr*ggStU f&lS5i-5^J^ UTfUffl^Si 
(1) 7 p P7 i ^>'C'bb<^?S'l4'fh7 P 0 7 i ^^C (aPC) IcM-rS^CffcT-feo-C. £ 

(3) 7°n^^ y«> L< fiSttj^PT'i' yc^ts^tfeots (a) Jfa. 

tiasM^nT^ycoMk, *fcr± (b) mmt-^ti^^c(D±m 

(SERPINs) T-feS, (3) |J1|B*©^ S 

(5) ]) l/T'vi'rT— f-fyt I?* — (SERPINs) tf^uTJ IsOf ^ t tf * — 
T£fctta b y T^^T?*?^ (4) {ClEicOtrC^ 

(6) (1) 36»6> (3) OV^tb^ldfBifeO^TfcoT, WT© (a) ( 
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(a) @B^IJ##: 9, 1 0, *5±IM 1 fcfBttOT 5 /BfeBB^k 

(b) IB^J#^-: 2 1, 2 2, *3«fctf2 3 fc««JOT § / «HE?8. 

(c) |H?IJ#^-: 31, 3 2, :|8j:tf 3 3IOB*W>T3 /M^k 

(d) @a?lJ##: 2 4, 2 5, *5i^3 4^fBmOT^/miB^J, 

(e) IB^J#-^: 15, 16, *5«fctn 7 fc1E*c<Z>T / ^IH?iJ, 

(f) SH^'J#-^: 2 7, 2 8, ^o.tt/2 9^|B^T^/m@H^iJ, 

t*^r r#^>r-a>b ft 58**9 M&Sfts. (D (3) c^-f^^-fa 

(8) (1) frb (3) OV^^^S^^^^U^^ttKl^^ttSfefr 

(9) $ bl^nx^ yc*5J;t;/*fettM^nT^ yc^tf> (8) 

(9) tefB<fc<0*BJ*«K 

(11) ^m^jk^@^^lt^itJ«/*fcii^K^^itt-*o-C^ 
$H5^It'&5 (10) KilBftOlBaWk 

tzzm&vm&i&hz. ( 1 1 ) \£XBM<ou&to* 

(13) (1) frb (3) (DV^tV^IBic^^^n^^C^fc^l*^ 

(14) iStt-ffc/ofM' vc<D?^^40{ST^v^btt^a{^:J:oT^*3«3:'0 ? / /*fc 
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/^tcteftmtzfvTJ ISC, &T*K (b) (1) frb (3) (D^TM^^ 

(is) ^mt^^^>c(o^<D^r^u^^x^x^m^^y^it 

yc , Stt^n^-f ^C, (1) (3) (D\^MA^tm,?> j fjiW-fr 

a PC<DfcskmmWftm&^mmkiStlZZbXtbZ>o aPCte, MZ-tfaPCZshm^X 
*5,tt>V*/c{iaPC<D^S^PfiW^)« (PClJfe^) K£Z>aPC<D7Fm&<k*#lffl1-Z> 
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4 V*^- Y U>feV^aPC^JfiLm*/^:ttaPC|Ji.^@t'f is**.^- h VtcMM^ 

5 £ 36ST*^ £o *>5V>tt3Sfe3£K pyroGlu-Pro-Arg-pNA • HC1 (S-2366) t£¥<D 

SERPINs) W^nNM>fykW- (PCI, Suzuki, K. et al. , 

J. Biol. Chera. 1983, 258:163-168; Suzuki, K. , Fibrinolysis Proteolysis 
2000, 14: 133-145 Suzuki, K. et al. , J. Biol. Chem. 1987, 262:611-616; 
Zechmeister-Machhart, M. et. al. , Gene, 186, 61-66, 1997; Wakita, T. et. 
al. , FEBS Lett., 429, 263-268, 1998; Yuasa, J. et. al. , Thromb. Haemost. 
83, 262-267, 2000) & a 1 ~T > *?• h V 1/ (AAT, Heeb, M. J. and 
Griffin, J.H., J. Biol. Chem. 1988, 263:11613-11616) Sr^i" 5 - 1 &X*% 

*lM:$PJt3:, aPC^i-5£rLflrT?fcoT, 

i) aPC^i-5^^^^-fr^*^«^^^" CV '^ VNaPC<D ^ JiL*^** 
£fc#3§KfcSu aPCKl»i"5tfi:#:t?fco-C, 

ii) ^ffc£^£*WftV N aPC^tt-<, ^^^^fcaPC^^Stt 
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tv—^tvmtMWfok&^X, &es*n—' ^-/wttfrfi, £fc!EJh©]£— ©ft:® 

^S{ciRj»tbttSo -e©#^4t-;&n£-c, *vHft#ttx teca&ge^ 

/^ffc^s 0!lx.f£>^W ^ y K— ^Ss (Kohler and Milstein, Nature 256:495 
(1975)) , *fcf* % (fcBMMMIK 816, 567#) (31 i 9 Wt LTfc ±^ 
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— l-T^J: I ^ (Clackson et al. , Nature 352:624-628 (1991) ; Marks 

et al., J.Mol.Biol. 222:581-597 (1991)) 0 ttm\Z*Stt S ? n— TvHft 

ma^, mm <Hgo xxt/tiittimm ago sp^wsoa, *fcr± 

Morrison et al. , Proc. Natl. Acad. Sci. USA 81 : 6851-6855 (1984) ) , 

<Z)£ ? ftQfc^te. W-fitWSW^SCRunkel, Proc. Natl. Acad. Sci. USA 82: 488 
(1985)#J§k PCR^H. -b^y hmm^(Ol>fefc£yft?Zb&X'%Z>o Z<OX 

70%. £9£?l£b<{3:4>ft< £^75%, i9ff*U<li'>4< £*>80%, 

Mcfcf&fcfe, MMmn&£X$T^ y^lH^J^PI— ttfis Karl in and AltschulK: 
J:57/W y XABLAST (Proc. Natl. Acad. Sci. USA 90:5873-5877, 1993) iZ. 
ioT^StSrHK'IS, £ <DTfr=TV X-M^S<5V>T N BLASTN& «t 1/ 
BLASTX £ fi j|x S ^ P ^ 9 A # RJ 31 S ft T V 5 ( Altschul et al. J. Mol. 
Biol. 215:403-410, 1990) „ BLASTfcg^-CBLASTNKU: oXmmm%fmiT Z> 
SH^KUS. — ^*-tt^Jx.ff score = 100 % wordlength = l2b1~Z)o 
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tetflRJ^score = 50. wordlength = 3t1rZ> 0 BLASTS Gapped BLASTT'n 7=7 

1ftj3fe<DMcfc&)t£3Ffete4i%i-ZhZ> (NCBI (National Center for Biotechnology 
Information) <F> BLAST (Basic Local Alignment Search Tool) <Dt? x-'f^'i h 
£r#fl8 ; http://www. ncbi. nlm. nih. gov) 0 

O-ftfcOntfLib^OaPCWT ^/^BB?!lf*&£nt?fo5 (Mather, T. et al. , EMB0 J. 
15:6822-6831 (1996); Foster, D. C. , Proc. Natl. Acad. Sci. 82:4673-4677 
(1985)) o fflZ-lS, TfTlSOaPC (protein C activated, from human plasma (b h 
jkm&J®, SIGMA, #P2200) ZmiLkVXm^ZZ- t&X'ZZo mmk\sX\*aPC 

££*t1\ *0 36»fe»ainMIK^ #*L<»*4-2lHIWIW-e^aE-f*- 
^^&^*ttlHI^!>^ lBE^fc«9, 011*. fc£ 10~100/zg (09*.tf2O~4Ojtig) 
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Tjfy ^P — 3-fr%ifc<D*? }) —^^Jfl&b b-Cfi> Antibodies, A Laboratory 
Manual (Cold Spring Harbor Laboratoriey „ Harlow and David Lane 
edit. (1988))iCfB^^tLSJ:5^tRffi^^^*f^ J fT5-^^-e^5o &1t 
N -f^*>9Jt % ifh^vj/t'y^ (Champe et al. , J. Biol. Chem. 

270:1388-1394 (1995)) SrfToTfc«tV\ # y K*fctttftfc©&#«>WJ£ 

"T-jl/btD^fe (Kohler, G. , and Mil stein, C. , Methods Enzymol. 1981, 73, 
3-46.) mfcmVXft? r b&X*ZZ><> ^L#:m*»^M^^^5 ^ (# 

u *»^«>ttjB-Tfw:3B«y«* m%.mpx&m t*£#t-#i\ »^ufc^«8-e 

^7x7-f^Il, fc/tfdriJ-V^- T^/^TV V-^^ (HAT) it 
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Xtf. P3x63Ag8.653 (J. Immunol. (1979) 123: 1548-1550) , P3x63Ag8U. 1 ( 
Current Topics in Microbiology and Immunology (1978) 81: 1-7) x NS-1 ( 
Kohler, G. and Milstein, C. , Eur. J. Immunol. (1976) 6: 511-519) „ MPC-11 

(Margulies, D. H. et al. , Cell (1976) 8: 405-415) , SP2/0 (Shulman, M. 
et al. , Nature (1978) 276: 269-270) % F0 (de St. Groth, S. F. et al. , J. 
Immunol. Methods (1980) 35: 1-21) , S194 (Trowbridge, I. S. , J. Exp. Med. 
(1978) 148: 313-323) , R210 (Galfre, G. et al. , Nature (1979) 277: 131- 
133) > P3U1 (J. Exp. Med. 1979:150:580; Curr Top Microbiol. Immunol. 
1978;8i:l) mtWrniZ-femZftZo t b^n — s% RTfi. h 

heteromyclomair/U^^. M F*^n>-t»I4ICfflV^r t^t#5 

(Kozbar, J. Immunol. 133:3001 (1984); Brodeur et al. , Monoclonal Antibody 
Production Techniques and Application, pp. 51-63 (Marcel Dekker, Inc. , New 
York, 1987)) 0 £MtiS£ftlll&ttU «^LHf*JI*O^ffi0**b2'-3B«H:1lltt5E$* 

^&PBS N DMEM, Kpmi64<om<Di%i&xtei&ffimz.mm^ ^fy^^r^it 

MEM, DMEM. RPIH-1640**J& if <DWimmi&mmm&1& x t x ^ 

-fta^SNMat^ l: 1-1-20 ^»£fl63i»l©#«ET* 30~37°C-T? 1-15^ 

ftl, 000~6, 000 (Da) ^UifV^ya-yK ^ U ^ ^/UT/Ua— /Kfcf4*fe 
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o 

* fcSU^fi^ £ LT, McCaf f erty b (Nature 348 : 552-554 (1990) ) \Z £ 9 IBS £ 

K-^^H-r^) f 5o Clackson b (Nature 352:624-628 (1991)) % #."0* 

Marks b (J. Mol. Biol. 222:581-597 (1991)) «U 7 7-^^7!)-^ 

t btfcflc©^-3i — ^^-r y7 !J V^|Cj;S3R3ft(Mark8 et al., Bio/Technology 
10:779-783 (1992)), JtUT, &*ft77-S?9-< ^7 !> — Sr«KB-*-**l«>«>^r 
^ £ Lt©3 ^ h y T/W&Sfiu S.t^in vivo&J.#l;t (Waterhouse et al. , 
Nucleic Acids Res. 21:2265-2266 (1993)) £^*P fctl/TV^S. Cmfc^Sf^ 

RIA (7WA/7^) , ELISA (S*»ft^A7 HTy-fe^) . 

HTRF (homogenous time-resolved fluorescence) % ^fci't'^^t^.^^^ ( 
Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor 
Laboratory, 1988) in* 9 SHfeU. aPC^^-T 5 
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&]kmmwftm&m&irzfcft&mi-$-z>o tuttt^ aPc^MT^fcj^i^jpb 

aPC^^^b *M7£ U AAT*5 £ tcfePCI ^£5 aPC^?&fb & 6 fctffc £51 
^i"So #0*.^ W^D K— ^^^^^m^M^b#fe^c^^ffiVNT 

^n~^$rPS#^fe}z: < t ^f-y^n-o-^b, ^2p^^^^<tt)^ 
W^ii"^ (Goding, Monoclonal Antibodies'.Principals an Practice, pp. 59- 
103, Academic Press, 1986) „ ^iigiHTij:, #J;t{£ D-MEM"^ it. fiRPIM- 
l640mi&%m^Z>^t&X*£Z> o X? V— ^^St^jEL-C, £ ?) 3&V ^aPCTO 

^mmmm^m^^mm^^^bmm^xm^irnitx < . * 

ftqftfCkJ:, mT^M^&^i~3-^T*#3 0 10/zg/mLOaPC (SIGMA. P-2200 
(^Jx.^^zcc— ^»^«±»*fcf*HATie^if) £r*g^U ^UX*- 

0 APTTf^ DADE BEHRING, GAA-200A) 50 L£M]1-5o Jk^t^^^r 

S'J^-r-So flOx.^ 37 < CT*3^^^r ^^r^-^- b bfc^, 20 mmol/L CaCl 2 (#|;tfc£ 
DADE BEHRING, GMZ-310) 50mL&»]U ^@&-C<£>H#l?g3:?IiJ;t1-$o skWBW\ 
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Hsmtt, tsLwmm&mmfemm Ameiung, kc-ioa) j&^ictuafls-t-s 
^mt4^^^—hv^^t^c^m^tcm^(omm^m (a) ^100%, =» 

MWmm (b) £0%£U K-^JIiW^^^fWS^^^^^*^ 
- b^KLjfoJt£-f V^a^- hLfcaPC^PX.fc#^^@NFW (c) ^ 

mmum<%) = {(c-t>)/(a-b)}xioo) 0 z<Dm**%^&x> spc^mmwz. 
n-r^nmi¥m ^etv ^ t mm £ ti% 0 s-2366m<Dmmk&%}&% v >-caPc?gte&«i 

fcaPC, ^UMt^-f ^dr^-<— h b3&V^aPCS^ttl^SE^^lfflV^•CaPC^^4S^^Bfl^b. 

0£L<filOEUi. i«9 0*b<f*15^±. iO0*b<ttl8^±, £ 
9 0£L<tt2OJBU:, «fc?)0*U<f-±25£U: % i«9 0^U<«3O^Jt, £<9 0l£ 
IXfiSBfiJLh, £9£?*U<te40£Ui. J;90*U<H:45»±, £9$?*L<»± 

fcSV^, ^b<fiPCI^^^AAT^^OaPCP£^«OaPC 

chroraogenic as say ^ J: 9 $0^1" £ £ £ 5 D -«S:*»f*ltf, «RKfitfW« 

40 /z L 1 10 M g/mL(DaPC^^10 uLt «r M.-C60#|HJEa£ * * 3 . aPC £ tfi#©ig<& 
^50/zL£^^!J ^10 U^tfbuffer 70 mmol/L Tris pH8.0, 125 

mmol/L NaCl, 10 mmol/L CaCl 2 , 0.1% BSA) lZ.Mz.180 vLb^t Z> 0 PCI 
(Flag^tf^) 100Mg/mLtr20ML^)PL, 37°CT*30£f^J&£ii:3o ffi^SK 
S-2366 (2 mmol/L) 50/zL&»3U 60#$©!ft3te&(405 nm) SrffllJfe-*-*. 
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<ttl«-h, ±!9»*U<tt2£AJi, <fc9£f£L<te3.£JLh, i9»*L<M± 
, *9#*l,<fi7EJLh, J:9#*L<ttl0£JLh, i^*L<(412^±ffe5„ 

* fc {3_hiEtf>PCI <Z>aPC^ Jg-f fc 5 RWtflMB © £ fcJfiT <5 © *> 

5^tfcotiV\ %(D3:5teaPC<DT^ymbVXtes 09*.tiE215 N S216, * 
fctt S336 tfSIU^^TV^ (Shen, L. , Biochemistry 39:2853-2860 (2000)) 

\Z$&m\^X$ifc%m£.£l£frt£&l<\ aPCi&i4*W£ £ bT> H211, D257, *5 

<fc S360 #S£p *LT 5 (Foster, D. C. , Proc. Natl. Acad. Sci. USA 
82:4673-4677 (1985)) . Zfrb<DT$ SWt&&ttffl$\Z.t&&'tZ>fflt1fr* aPCtf) 

K— & 10~20% ? i/J&i^Jk?t^-^RPMI-1640^«6 > MEMigife, X te«lfo.?if 

(Dmwm^mmmm^>x\ mftco&m&w m^.^°c, 5%co 2 $§^) x 2~u 
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o JfiTK^^SriSiS-rSfeft*-- W * * ^ y * * ^ ( 2,6, 10, 14- 
tetramethylpentadecane) ft if Sr^ftlfierttft-^i-S - £ 5„ 

5 ( M X. fc£ . Carl, A. K. Borrebaeck, James, W. Larrick, THERAPEUTIC 
MONOCLONAL ANTIBODIES, Published in the United Kingdom by MAGELLAN 
PUBLISHERS LTD, 1990 . K*i-5*WM8 .fct* 

te^a*&JBv^tfc#©"s*3W$ (v^) <£>cDNA£<a-/&-r5o •att^-rs^© 

VfR^S: K-T 5 DNA^#b^f^ £fr&Bfa<0£MfcJ£fi?fB# (C«#) £ = — 
- K-T 5DNA&, ^#:C^^DNA^tP^m^^^-^-a^^^«t VN o 
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%Lfc mi) <Dnmmkfe&& (cdr s ) ^.tc^titmrn^mm^mmkM 

tbN^MJ^bCDRl, CDR2, CDR3<b^M3 c^tLTV^So CDR^tf £ 5 ^ ? 

u^^^ l^^^^^cDR^r^y^Sr^-rs-^^^rtfeT'feSo mz.t£. 
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tK-B-ts/S* (a. i, u m, f, p, w, y, v) N meters ;Wt (R% d, n, c, e 

N Q, G, H % K x S, T) , mffiMWm*&-tZT$ym (G, A, V, U Is P) > 7jc 
MMB^*-flMH«r^rf-5T5y* (S, T\ Y) , at^flllrftST^SI 
(C. M) N tf/wtf^BfcRtfT^ KMii5rft5T^/i (D, N, E. Q) , M 

«Mr*«m*7?/i (r, k, h) , jrw^tiiMimsT^i (h 

„ f, y, w) ^fsri^T-t?) (^mrttev^TfrfcTS 

^ft?riilt5i itt-i-efcftlbtbTV^S (Mark, D. F. et al. , Proc. Natl. 
Acad. Sci. USA (1984) 81, 5662-5666 % Zoller, M. J. & Smith, M. 
Nucleic Acids Research (1982) 10, 6487-6500 „ Wang, A. et al. , Science 
224, 1431-1433 % Dalbadie-McFarland, G. et al.-, Proc. Natl. Acad. Sci. 
USA (1982) 79, 6409-6413) 0 «It57 5 / l^^fcfcJISSaxfcV^Sx 

<tt3o%«rt 25%^rt) T-fcSo r^ymiB^J^ra— tt»4*W»l#^ 

*5SW^*^5et#:^tts SUfcWn|EaRLfc#79. #123, #281. £fcte#285tf> 
CDRs^a^f-III^^^tt^^^tP^^^tbSo -©i 5 ftift^ 
011*. DSYMN (@a?IJ#-^ : 9) s EVYPETGNSYYNEKFKG (M^m^r : 10) , 
3o J; tl^GGTGFDY (ga^J## : 11) ©T 5 yiWE>W*»6>*S 3 0©CDR*fcr±r*l/6> 

#H$C©CDRL CDR2, & JZTKDRSfc^-f-S,, rtt^^CDRS:, ffiM<Dti&l ; J&&fo 
^rp^-po) p^oCDRl „ CDR2, *5 «fc TKDR3 ^ 1" 5 ttHK^lf A^tU^ 
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i^ttSo LgUCDRi: LTte, #J xtf TASSSVSSSYLH : 21) , 

STSNLASGAPT (BB?!I## : 22) , jo «£ TJ^YHRSPFT (1E?"J#-^ : 23) (DT^/mMM 

^ttl^fKDT ^ #L#UK<DCDRK CDR2, 38±t*CDR3m*foS-t-3o Hit 

05L<Wpr3EfH*fi©7^— i*!7 — ^(DP^CDCDRl, CDR2, £5 £ t^CDR3 S i~ 5 {feS l£ 

(a) gH^lJ##:9 N 10 N *5 imidlBtOT 5 y MBE^a>fcfcSffi*ltt*3£«# 

o 

(b) ih^ij#-^:9, 10, do^mi^^T^/m^^s^u^ia^j^^^ 



WO 2004/009641 



20 



CT/JP2003/009087 



e,in#*u<w:i«i"c*>5, £fc (d) masrtsra-Hfttts »*u<»75%^±, 

$ b b < tt80% £*_b> § b *-£P * b < te90%.£*_h, $ & 1£ b < f±95% 

EJUbT?*>5. 

(a) BB^J#-§-:21, 22, *5 J:T*23WB«W>T ^ /BIE^b^Stalfttt*^ 

(b) IE3«-J§- : 21, 22, *3«fct)«230fi&#OT5ym^#WembfciB^J^b 

(c) IB?lJ## : 21<&5ffl£JU*3, @B^IJ#-^ : 2205<@£*F^ *3 «fc OTOWI- : 23603 

(a) @a^j#-^-:2i x 22, &£m3b^ft^n7o%&±<vm—Vk*^i-z>7 5 

( c ) fc&rt&r^yttoQHgftttu #*b<w3B^#*:2i©4«js*rt 
, S6>n:#*b<r±3iBeJirt, £bfc»£b<tt2«*rt ? *bfc#*b< ttHH-e 

fe<5 0 *yc0*b<{*ga^J#-^:22^4j@Wrt, $bfc#f*b<«:3te£U^ £b 
fc»*b< W:2filSJlrt, $bl2l»*U<f±lfflt?*)So *fc0S:b<ttBB?!l#-5-: 

23©2fli&rt, £bfc&izv<mmx~hz>o tut U) Ki*5tt5P-H4te, 

b<f±75%EJLL, £bfc0*b<f*8O%fiiLL, $b^*b<«90%^_h> £b 
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~£tijfmw<D%iWk u -c » . (s/r)swmn ( @a m # # : 31 ) „ 

RIYPGDGD (T/S) (N/I) YNGKF(R/K)G ( gB M # * : 32 ) , & & V 
WG(I/S) (T/S) (T/G) (A/S) (A/S)WFAY (|H^J## : 33) COT $ 7 ftfi?!ia>g> &SCDR 

tl^tKDT^ 7^IE?IJ«> #t#H#tf>CDRU CDR2, $5 J:t^CDR3^tBS-f*5o -<0<fc 
9 stetftffCHilCDRi Lt» * LVVT 5 / m@a?'J^ «t 9 Mtfc#)Km7frt-tl&> CDR1 
£ LTteSSWMN (|B^IJ## : 12) *fcfi RSWMN (BB^Jft^" : 18) > CDR2 £ tt« 
RIYPGDGDTNYNGKFRG : 13) f-fctt: RIYPGDGDSIYNGKFKG QE2W#* : 19) 

N CDR3 h LT(i WGITTAAWFAY (@H^IJ#^- : 14) WGSSGSSWFAY (SH?lJ#^- : 

20) ^JfbnS. ftttl&fciS. — ^vMftft: #123£fc«:#2850>H«t<0 
CDR1, 2, &J;t*3<OM^;b*£^S-£fl s T gr5 '> iil^W, #123^ 

7Lt£ RTSENIYSYLA (@B?lJ#-^ : 24) , NAKTLAEGVPS (E^IJ## : 25) .43^^ 
YYG (T/S) P (P/Y) T (@B?1J## : 34) (DTK/ m@B^J *>> b ft 5 CDR£ 1t tt d fe £ fll 

^L^OCDRl, CDR2, & <fcT>^DR3{£*fJfc-r5o tift, ^tl/bcOL^CDRsfi, _h|B<DH 
$C£f«£fc:JS^-Cfc<fcV\ 1 L^CDR3 b Lt^4 bv*T 5 /SHEW* J: D JMW&fc: 
fcl^-Tfttf, YYGTPPT (iH^IJ## : 26) *fc« YYGSPYT (@E?lJ## : 30) tf$fflV^<b 

(a) EW##:3U 32. *3 <fcTJ*33{£f5«SOT ^ /»E5036*6>ftSffi*lttft)g«l 

(b) E*l#-£-:3L 32, S3J:tJ«33<©tt««>T5/»S:«#WieifeU*:BB^I*^ 
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(c) : 3itf>2<@£*ft. wm^ Z2<?>zmwfts ^xnm^m^r •. 33^5 

(d) ia^ij#^-:3u 32, •&&mzh%:*h : eiMW)z±.<owi— tt^-rsT^/^ 

\zmt.v<mmuft. ^bKHf-^Kmrnu^. $f)^t<mit?fc5. 

, Sfet;:0*L<«:9O%£Jl_b. £ L< r±95%EUi-Cfc5- 

:i3j;rjy>£fcteaPCia^^ 

(a) |B^iJ#-^:24. 25, *5 J;T*34R:BE*<0T 5 ^ »BB^a>kftS*Bttt£»:J£fl* 

(b) lH?iJ#-^:24, 25. *5«J;tJ*340ffi§Ctf>T 5 J M*«#WSifeUytBa^Jd^e> 

ft*tt«tt»S«l«. 

(c) SB^IJ#-^ : 24tf>5«*l*k IS^J#-5§- : 25(D5i@.£A|*k *5 «fc OWJ#-*§- : 34<D4 
fi»7U^> ffi&> ^*5<ttJ ? /^fcf*#*P^tbfcT5:y^SB^J^&»ft ; 5 

(d) gB?U#-5§- : 24, 25. *5 J; t>*34i: ^tb- ; e^70%^Ji(Z>P-'|4^^ri-5 T ^ J W. 
Unfr h ft 5*B*H4*)fe««. 

r ^ -e ( c ) m** h- § r 5: y Mfeo&aa&w:, u < mwm^ 24<Dmstft 
, $bm»*u<r±3«fiJirt, sbKjf*L<»ai5irt> SbmflteiXttHH-x? 
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) ra— # * b < (*75%^±s $ h * u < te8o%&_t^ $ {3i 

&£b<te90%RJi, $b^*b<«95%jy.JbT?feS„ rtbb<OHia*Bffi 

ttfi, DYSLH (iB^IJ##:15) , WINTETGEPTYADDLKG (SB 
3W§-:16) , *5«fctf GITLDY (E?U## : 17) ©7 ^ / ^BE^b^SCDR^fc 

tMDT^S&GB&lti, #t#H$8©CDRl % CDR2, 33 J^CDRSiCfB^-f-^o -ttfe^fet 

mZ-& KSSQSLLSSSNQKNFLA (IB?IJ#-8- : 27) , SWASTRHSGVPD (gBM#-^ : 28) % 
$5£Tf YYRYPLT (BBWS* : 29) <DT ^ / BfeE#I* a b £ CDR* fc & £ tl h t 

l#K(e>cdri, cdr2, &£xxmzte.#j&-i-&o 

x , j6l«c*5 xw^it m?mmmm k x z arc©* jgttte * ait %ftm*m-tz> 

(b) IHJIJ#-5|- : 15, 16, *5j;m7©ftt»7^ /ife&^#ft1S!fcbfcBB?!ia>e> 

(c) Sa^lJ#-^ : 15©2l@&ll*3, E^lft* : 16©8fll£ll*), *5 £ tfffi?IJ## : 17©5 
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(d) ib?ij#-5§- : is, i6, ^xm7t^^ih7msx±<Dm~ ttsr^-rsr^/^ 

(c) K&tfZ>T^/Wt<D&mm*, &*b<teIS?iJ#-*§-: 15©l{@t?fc§„ * 
fc&S; b < «Sa?lJ#-^- : 16<D7TOl*3, £ b< te6j@Wt*)> £ b 

0£b<teIE?lJ#-S§- : 17£>4l®£JLf*k £^0li:b<te3iTOF*3, £b^#fl£b< 
te2<@.£*l*k $£>^0^b< m^T'fc^o (d) ^*5tt5IH— tt^s &*b 

<«75%£JLh, £b^&;§;b<te80%£JLL, $b^0^b<«9O%^_b. 
A?* b< te95%£Ut-efc£o 

(a) @a3W§-:27, 28, *5«tTJ«29{C|B«c^T 5 J IfeBB^b&SffitlH**^ 

(b) @B^IJ#-^:27 S 28, ^it^29©ft^T$yKSr^#6<JllifebfeBB^e> 

( c ) m&m-%- 27<D8muft, m&m-& mvsmsxft, *3£xm&m-%- 29^3 

(d) I2?iJ#-^:27, 28, *3«tt^29t- ; e^tL70%^_hC9|II— tt£r^pr5T 5 /Bfc 

(c) fc33tt5T$yBfc©&&8tf3\ 0*b<fiSa?IJ#-^: 27<D7^rt, £k 
^0*b<tt6fflJ^rt, ^«KI45W, ^WtKWft, $ 

fe{-0*b<«3^rt, §e>in«F*b<w:2fiu2Jirt, £bKm-^v<mmx*hz> 

„ *fc0£ b< tegH?!|#-5§- : 28<D4^l*k £ £> b < f±3<HE*rt, 

£L<«:2«iU*9, £bfc0£b<r*lffl-C*>5o *fc0*b<iiIB?iJ## : 2902 
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75% £ b l < mo°M.t. tsbKm-t.^<mo%PMi, i5b\m& 

( c ) mtm^-.L 2. 3. *^m^*5v.^Ti^fcf«mcDr^/m^gms ^ 

(d) m?m-&:L 2, 3 X ^fc»4^- : etb^:tb70%^±(7)|^-tt?r^-f-?)T5y^ 

(c) \z.&rt%T^;wt<D&mkte, $f*u<«3oiia^i^ N £b{^*b<te 

b< telO<@£JU*U $5>^^b<«5j@UJlF fc iI^fe5o (d) tC*5tt3III-H4f3: 

, b < »75%EU^ $ b b < «80%^±, £ h \n&ti b < «90%^_b 

o 
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(c) ME?lJ#-5§- : 5, 6, 7, ^ tc.mfc3o\,^X 1 ^fctelg^T ^ / ^ 

(d) mh^ij#-^:5, 6, 7, &tcmbzn^ti7o%u±<vm--&$:^-fz>T^ym 

(c) !^it57^yf(D^f& 0£b<»*3O«£JU*K £e>fc0*b<tt 

b<ttl(HBEJU*i, $ b(Z10*b< (i5{@^rt-efeS 0 (d) m*3Jt«|3I— tt« 

, 0* b < K£75%EA_h, $ b b < {i80%£Jl±. $ b b < «90%^_h 

^t*OStt>l«S!lSria*t5jK#* = - KfS^P^ylrimrttiot 
7\ tiPMMI^ *5±rWt?Lft«J*IMaj5;if^*ti5. 
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{£mm\s1£tit& : *m&Z.m&#. (Chimeric) St#. fc Mfc ( 

Humanized) 0tfr*^Sr«fflT?*S o £*X&CDgfcggtfH*tt\ fEftlO^feSrffiV^-CtS 

t MfcSttttt, (reshaped) fc btfMfcfc t h $kft<Dm%Wlto 

N iifiv>?^^©^t (cdr; 

complementarity determining region) h£t{fc<D$B*fct£&:^*$fc1K#tfc*- 
fc^^-Cfo 9 , tfgft&jt^mm&^ftfc&bfr'ri^ (^Jx.«, Jones 

et al., Nature 321: 522-525 (1986); Reichmann et al. , Nature 332: 323-329 
(1988); Presta Curr. Op. Struct. Biol. 2' 593-596 (1992)#$0 , AfMSfcWU 
V 7.%ifc<DCmh K h^(Z)7I/- J*y — ?W& (framework region ; FR) £51 

l^Ilfcli^t!) dt Kj&^bPCRtSsKlJ; "J-a-J^i-So #b;ftfcDNA£ 
fc: htt#£#«#&=-K**DNAi3i*SU flC^T***^* *-Ki*fcW&A/T\ 

239400 > S^#flFtH0^iB#-^WO 96/02576 #HB) . CDR<Sr^ bT3t*££;h,S t b 

. t hft^ftlt uixt 0 ^^b^-^A^^cCDR*^i^7WA!7--^@H^JO 
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T^iV^ (Sato, K. et al. , Cancer Res. (1993) 53, 851-856) „ 

t hft#©##;£Sfct>*ie>;h/CV'>5 0 m*.&. t W$Sfc&in vitro 

M#S-it>t'f 5 (#^¥1-59878 #10 o Sfc, t h^at^O— SP* 
fcii^t© w^- b !) -^ft 5 b 7 ^ ^s-y ^ (Tg) Kj&Sr&lg-e&aH" 
Z> ^ k ~T?BiM.<D t h^TCifc 5- £ 2> s ~e£5 (Nature Genetics 7:13-21 

(1994); Nature Genetics 15:146-156 (1997); Nature 368:856-859 (1994); @ 
^#fFmi^^M##W0 93/12227, WO 92/03918, W0 94/02602, W0 94/25585, WO 
96/34096, WO 96/33735#J§) „ £ (D «t 5 fcTglMfett* J^ftj^te, *t hnifLKj 

AX^#,#(Yeast artificial chromosome, YAC)^ * — Jfeif^UTt hrfeS 

fl^w-*-. ^/o^y vi«i^soi««j^i»ttt» mm 

£ a — Ki" 5 cDNA, b < fi^cDNA^r-g-tf^ ^ ^ — ^ J: t> SPBf 8BII& £7gSf<E* 
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t httfovJ?? V—&m^X. s<ls=.l/?\z& V) t Ufcfr«:flfc#f 

sawfcfcj&ax-ci^So fc hjfi#©Fra5««*— aMft&fr (scfv) 

5 r. £ tf5-Ct 3° rtLb^^&tt^E^^-efe 9 x WO 92/01047, W0 92/20791, 
ffO 93/06213, W0 93/11236, W0 93/19172, W0 95/01438, W0 95/15388 £r##Kl^ 

o mmmmt ut», cd m&sttM* f9*.r£* cho, cos, 5^n~*\ bhk c 

baby hamster kidney) , HeLa, Vero, (2) M£^Ms MK.it, 77 Vl3V*jJ 
3L>VWmmt&, fo5VM3 (3) SAjNBlia, Mx.&. Sf9, Sf21, Tn5&£\ 

fctbSo bTtes M^-f T-7- (Nicotiana) 

I, ^Ji(f==if^7t- ^/^^ (Nicotiana tabacum) ft^OjNflJjS^^j ^fiX 

n 5 ir X ( Saccharomyces ) I. ^ tfit y * n ^ ^ ^ • t ktfv^x ( 
Saccharomyces serevisiae) „ $J;tk£s T^^/V^/V^ (Aspergillus) 

m. 0t*.t£7 X-<X*PA'X • ~3f— (Aspergillus niger) ft ^aSfclkfl/tV'S. 

Jzism (E. coli) „ teJ¥t0a s £nk*vcv^ o rti&oWl-s BWfc-f-SSMfcat 
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&§&m<Dfflb<nT >( ypJ-Jt \sX\-zum-$te<, mzrt igG (igGi, i g G2, 

IgG3, IgG4) „ IgM, IgA (IgAl, IgA2) > IgD&3 VMSIgE^^if btt5^ N £f 

N ^OifriUli, Fab, F(ab') 2 , Fv, ^fc«fi^*5^tm^©Fv^jg^^ 
U Vifr — "Tr^JS^-tirfcv'^^/'^^'O'Fv (scFv) > diabody (diabodiesh #Mft 

mKtttj&<nftft<B7r*TT~^\z£5m{kK& !) §4aS$;h/C#*:#, Met* fit 

Morimoto et al. , Journal of Biochemical and Biophysical Methods 24:107- 
117 (1992); Brennan et al. , Science 229:81 (1985); Co, M. S. et al. , J. 
Immunol., 1994, 152, 2968-2976; Better, M. & Horwitz, A. H. , Methods in 
Enzymology, 1989, 178, 476-496, Academic Press, Inc. ; Plueckthun, A. & 
Skerra, A., Methods in Enzymology, 1989, 178, 476-496, Academic Press, 
Inc.; Lamoyi, E. , Methods in Enzymology, 1989, 121, 663-669; Bird, R. E. 
et al. , TIBTECH, 1991, 9, 132-137 0ffi.) o 

tfvj mmzM^(Dffiftm)i-e3b y> % ^^mmm-m^tm^i^^-h 
m£tifr¥4^-x«&% (v H -v L y^-v-) o ^mm^<D3-D<Dmm^^m^ ( 
tmm&tbt>&x6^<D(mififtft<DtRm&&WLk urate l-ci>s 0 l*>u£ 

U ^i-S^^b-CV^^r b&ftibtiX^Zo tot, ^WlJi*5ttSta: 
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FabHjJrJf (F(ab)*fcPgWtS) f*£b^> e*<0fctt*#*5 «fcT*»*<D 
£#S9#(CHi)«r£tf 0 «A.fittflc©^>f^?B^bK:J; 9> FabBrJi-fcPftftiS, 1 

n*) <D&&Vl1&&{k'r&1tlb£. TFcj iWmSDi-^CSo Fab'Brtff* 

/u^^mm^<Dmm<Dmm^mmK^ir^^Fabm}itm^^^. 10© 

T?#atWtOFabi:ISI4SS-C$>5o ^B^i-*5V>T«> ypf7- €^ iStfift^ 

ffifctm-tZo Fab'-sH^«. mnmm<Di^tcn^ti&,±(D^^T4 ^mtm 

<5£, 2o©t«*S£tfSffi&#U ^tmSr^^^U#5F(ab') 2 Hf^s &tf> » 

F(ab' ) 2 m ^©^^(-'fb^^^^^'^S - £ t> T* # 5 (Carter et al. , 
Bio/Technology 10:163-167 (1992)) 0 £ bK*fcftl<Z>jjfet LXfc, F(ab') 2 $r 
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(bispecific antibody)) . *»Mfc*5tt« rgH&JM4SMfcl tt. ZtlM-km*. 

ffi#tt£fta>&fcS*rM*s *fctt J t©J:5«;ft:fr©Wf^(«*.^ F(ab') a — »H 
tt^)-C*>«3#«, -m#»tt0tfrr42«R«>ttf*:oJMRt««S (HL#) 

(Millstein et al. , Nature 305:537-539 (1983)) D 5t^X^6t^^^ 

i 9 rUtlttftf 5:#St5 - i HiT'fe^. jyfciHHzite, *fr£W*tfc«r*T 
7< >-@H^J«> 0* U < ftM^n^ y t >-v\ CH2& 

y-TT^V (diabody; Db) tt, jUS^St-cHC <£ t> & tltcZLM (bivalent) 
O^tfriff^^^i- (P. Holliger et al. , Proc. Natl. Acad. Sci. USA 90: 6444- 
6448 (1993), EP404, 097-§\ W093/11161^) „ -^^7^7^11 2&<Dtf 
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r©i#2oOl)5:5^(a, b)^*J~r^V L ^V H ^V L a-V H b^V L b-V H a 

kfc&V # t>tb^>o scFvCDil&l&fcoV^Tte^ Pluckthun [fThe Pharmacology 
of Monoclonal Antibodies J Vol. 113(Rosenburg;&t£Moorej&iL Springer Verlag, 
New York, pp. 269-315 (1994))#^ e -*mfcfc*YtfclT^m^&ffiftmz. 
3o\,-*Xm%!XhZ>mx.&s *S#fFlS4, 946, 778-§% *@#fFS&5, 260, 203-^ * 
ffl#frJl5, 091, 513-5§\ *m<&ffmS,455,030Jlrm&mm)o Z.<DscFvfc&^X. M 

mvmmk&mvmm^ » * l < jj k y ^*«-ir^ tn 

W£frlZ> (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U. S. A, 1988, 85, 
5879-5883) 0 scFvM&tf SSfCVft^ J:^6^V^«, P-^^^ft* 

ti<, %\*<Dtfimz.&3feVXh X\\ v««Sr3g*irrs^^Ky ^-ttt 

Mx.«12~19a^b^§^<^— KtfS/BV^*L5„ scFv£=i- 
Ki-5DNA^, tufB^C#:^fim*fc«mmv^^ = -K-r6DNA, *5it>^0^fc 

^xpcRm^x ymm\^, &l^x\ £ sb^-st^- k-t^dna 
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tifWsblsT* #!)xf^!)a^ (PEG) 4f©#a^?fc*frfrbfcStfrSr«ffl 

^^-t"S^^^ s "e^ ; 5 (Strategies for Protein Purification and 
Charcterization: A Laboratoy Course Manual, Daniel R. Marshak et al. eds. , 
Cold Spring Harbor Laboratory Press (1996) ; Antibodies : A Laboratory 
Manual. Ed Harlow and David Lane, Cold Spring Harbor Laboratory, 1988) # 5 
, Z.fribKmfe&tlZ>-b<DXtet£\<\ ^n-7b^77^-i:LT^ T7^=7 

fetbSo rtv^co^ h^7-7^— HPLC^FPLC^tf^fS^n^ h^77^ 
— SrfflWTfifS - 5o T7^ — ^a^r \z.m\,^z>#7 

T^VATJ^ASrilV^fcTJ^-k^ Lt, Hyper D, P0R0S, Sepharose F. F. 
(Pharmacia) «sagtffc*L3„ *fc^«r@3feffcUfc*Mt*EV v C, StUH^St 

-TSo *&m<Dftfc&1KiZ.1tteaPCbmM£ltZZkfc£ «K PCIl£fcf3:AAT^C9 
aPda*<to5t<Z>#^ETfcfc»t SPC^ fcttaPCO^Jgtkffcs * fcteA* M*3 5PC£ 
fc«aPC(D^tt^^«Ji-S-^^^#S 0 #38§I3W\ ^K^aPC^SrPC* 
fc teaPC t &ftb £ * 5 X@ ^PC& fc JiaPC© * JSteft; Sr«J«U i" 5 75^^ H 
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i-5o *»^o0tfrsrs-^-r«#^, mmtm-mx-n^-r^^th^im-v^v). 

«ttJ?aPC^a#t-|-§ o 

ft^^WJ-r^^^M-r^o ^&fcfc;^T«, £ h \z.?C$$ £ teaPC 

u-c^i-6aPC^FS^4'^t:o^^]»J^fflv^5 r. £ tz: J; <9 , aPctc «t zteW W 
7L ltikfem& <fc tfflfcjfiUfi^^BMs «t Ttf&Sfc) £> a aPCO^b^: £ £ <0 M £ £ 

Disseminated Intravascular Coagulation; DIC) Mjg^ 9fak&8&&tT htlZ> 

o 

•Mttftmn. (a) *&W<D$m, SSitf (b) PCfcJztf/^fcttaPCSrgtf 
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) pc, aPC % &£x$*&W<n]fcm*bt£5&frbM1fcisfrZ&te< £h—^>, 

t>* (b) mm^m(DPc^xx^/^tcmpctm^wt^mm-r^^t(Dmm^ 

mf>^&foZ>o rtHWaPC*>SV>r*^^bS-¥-UfcPC*ytW:aPC 

5/ * & ztommmft. ? \s* 9 s*fA^?<< (fd) „ ny/^hf^^^ (cd) 

% ?*?#fl,\**fiFfj(*9 (DVD) % ttftt^vmnavK*— 

o 



WO 2004/009641 



37 



'CT/JP2003/009087 



^m<D^.m-±, nmzm^TMM4k-fZ>^t&X>% WZ-ft, Remington's 
Pharmaceutical Science, latest edition, Mark Publishing Company, Easton, 

u.s. a) N mmmz.nm^th^^^w^tMmMm^m^^h<Dxh^x 

PEG. TVeen#) N m^M, Wt4kW5±M (T^A't'Vg^iO , 

wmn (y^m> v^m, m<omm^) . *^—vn ( 
edta^) , mm&L mmitm. t&&M. mmk mnm, mm&femm, m^M 

t/vp-x, 3-^^-^, &8BffiB««raiStf Srim^o ^r©{& 
^^-vl4#®^^J (*°y y/w<— hso. HC0-50) ^ifffltT%.J;v\ 
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"Remington's Pharmaceutical Science 16 th edition", Oslo Ed. (1980) 

#6 (Langer et al. , J. Biomed. Mater. Res. 15: 167-277 (1981); Langer, 
Chem. Tech. 12: 98-105 (1982) ;#B#frS&3, 773, 919-5§S fcflWffffl^W (EP) 
ff§58,481-5§-; Sidman et al. , Biopolymers 22: 547-556 (1983) ;EPfg 133, 988-5§-) 

o 

^te*&fr5:: fc*t5. jS^*fe^tTfi, naked:/^;*^ K^iSH: 

Xtefo1rZ)fr (Adolph F^^f^^^^J , CRC Press, Florid (1996) #fig) 
^SROV^J&S^felniDK-^bTtiV^ &*b<«, ja^5fc^fePS8S ( 

#y-Ah7^7x^i/ 3 y, tt-T^mfe (iW&frf^, 945, 050#) , ^fdfi 
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^u^^-rni-efoSo m*<oT^;mmm-z, a pc#79. apam, a pc#28i, ^it^ 

aPC#285 N <Dmmm<DT$yWimP\$:'ttl : etimZm^: 1~4, aPC#79, aPC#123 
% aPC#281, &£t^aPC#285, ©VL|g«©T 5 / ffeE^J«r*:tX-£;hJa?lJ## : 5~8 

C^ife^J i ] fttf aPC^e y ^ n — ^/i^flcofEK 

aPC (Sigma P-2200) ZttMb bTBALB/c^^^{J:JK$P^^TS#^t:^?r 

20 ju g/mouseT'MMfciS-^ Ufc„ *»^ffi03 0 &(cMttr*fttt LJMMM&SrflSE 
Lfc&P3Ul»Jte£fusion«r?TV\ 2648 £ ^/KOM-B-|BflS^#fc 0 

fusion^ B £Day O^UTDay 1, 2, 3, 5 fcHATigift (RPMI1640, 10% FCS, 
0. 1% penicillin-sreptomycin, 2% BM-Condimed HI, *3«fcr*HAT<Sr£tf) ^(DigM 
£&3r?TV\ MimM\Z.£Z>s^7V K— ^oaS'JSr^ofco Day 8(cig*_k?#£: 

mux uelisa^ «t * y—-i/^^^To^ 0 

Hfc* * y — ^l^tiaPC (SIGMA P-2200) Sr^M UfcELISAlCfc V fTofc 0 
aPCtecoating buffer (100 mmol/L NaHC0 3 pH9. 6, 0. 02 w/v% NaN 3 ) t?0. 5 fi g/mL 
OllCflilLfct, ELISA /B 96 well ZfU—h (Nunc , Maxisorp) 100 
ML/well^0^aUia+9^b/Co 7 s h micro plate washer (Bio-Rad. 
Model 1550) SrfflV^T rinse buffer (PBS(-), 0.05% Tween 20) -e$fe#L N 
diluent buffer (1 w/v% BSA, 50 mmol/L Tris-HCl pH8. 1, 150 mmol/L NaCl, 1 
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ramol/L MgCl 2 , 0. 05 % Tween 20, 0. 02 w/v% NaNg) £200 fi L/wellgfe&P V^UXl 
mm^UVtCo Diluent buffer Sr^fc^. ^ ~? V K-^J&^-tft £ 100 
M L/well^nb^?fi-ei^^^*fc 0 ZfU— h£rinse buffer Ti5fc*£ U TA> 
3) V &X7T'?--~&Mfflttfl^VXIgQ%ifc (Zyraed 62-6522) £100 ^ L/wellSfe&P 
USifitrlR#ri§$*bfc 0 ZfV— h£rinse buffer X U substrate buffer 
(50 mmol/L NaHC0 3 pH9. 8, 10 mmol/L MgCl 2 ) "CI mg/mL H M b tc S ® (p- 
nitrophenyl phosphate disodiura) (Sigma 104) £100 ^L/well^OU. l^F^^ 
Klmicroplate reader (Bio-Rad Model 3550) -C*0D405/655nro£iBJSbfc o 

m&ttm t VXa?C^(D^^7jkirWm(DifiaPCUi^ (SIGMA P7058) £fflV^fc 0 

m^Mmmm^m ng/mL-r^L^^^j: o &i«it£^bfci#*jiti£M££ b 

fc 0 2648 welltfV^^y K— ^ri#^±^£^ftb^^ 308 well£lir'l±£ bT 
WLbfc 

*mvFm*Wox^tit£, a?c(Dtfmmftmfe$:frti>Zo ^^.xnmm^mfomm 

10Mg/mL<^)aPC (SIGMA, P-2200) mMlOuLb, 40 ju L<Z>W ^ P ^Jg#ii 
fit (37tU 5% CO 2 -C3 0P^*) ^fc«P3U10^_hm^£^b, SmT*60^ 
^^^^^ ^ u ^- o rcDfl^^t: h^jfiljl (DADE BEHRING, GCH-100A) 50juL 

(Amelung, KC-10A) l^yfU APTTt^ (DADE BEHRING, GAA-200A) 50mL£Ss 
1M bfc 0 jfc#£ 4 ydf-a^-V a ^£trfc»^V^aPC»APTT^^JPii:ftl^«t-*P 
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Z.tc 0 37 < CT*3#P^-f V^^- h UfcSU 20 mmol/L CaCl 2 (DADE BEHRING, 
GMZ-310) 50/iUr8§flnU «H*"COl*DBSrai)feU*:. 
±fS<D«^-f ^3-^— bb*d»o*:aPC«r*P*.*:*&©liiai*IHI (A) Srioo 

tcm&vmmmm cb) &o%^ u k— ^ig^iitifMv^-^-i^ 

•e*&«±«fO»@«Flig5li«Hi*N-5^ffl (^iSHb&fW (%)= ( (C-B) / (A- 

B)}xl00) 









mm 


mm - 


1 19 


36.83 


20.48 


41 


46.81 


55.49 


50 


23.74 


21.14 


64 


45.70 


32.02 


79 


87.96 


68.33 


123 


23.45 


20.68 


143 


25.27 


34.10 


172 


25.52 


1 58.64 


181 


26.22 


33.66 


192 


21.36 


30.18 


223 


26.87 


22.92 


236 


24.56 


1 21.66 


240 


22.18 


22.19 


243 


21.25 


27.87 


263 


21.00 


27.96 


281 


33.82 


I 21.64 


285 


24.50 


28.23 


298 


32.29 


27.19 


302 


27.30 


20.75 
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19, 41, 64, 79, 281, 298 ©M^U K— *v&10% ultra low IgG 
FCS^^HAT^ifi-C^« Lfci#^Jh?#«k «9 IgG®#£protein G column^ <£ 9 ft§£ b 

AflctttJIkiU 10% ultra low IgG FCS^HAT^50mL"C^bfc^ K— 
-^0*g^_h?ff&r[I]i&LfcLo tg^JLttteprotein G column (Amersham Pharmacia 
Biotech, HiTrap protein G column) \Z.^M^^^-o Binding buffer (20mmol/L 
phosphate buffer pH7. 0) lOmL T? ffi & U tc %. , Elution buffer (0. lmol/L 
Glycine buff er pH2. 7) T^ttjbfc EUR LfcIgG®^«Centriprep (Millipore 
„ YM-30) &m^Xmffilsfr'&. TBStCbufferSriatftUfc. #bHfcIgG®^40/zL 
^ 10 m g/mL(DaPC^^10 /z LSr£?B.-e60#raSJS £ aPC £ fitfr©iS^?R50 m L 
^r^^y >-10U^tfbuffer 70mmol/L Tris pH8. 0, 125mmol/L NaCl, 

lOmmol/L CaCl 2 , 0. 1% BSA) te$(\Z.180n It Ufc 0 m^X-PCI (Flag*^tt£) 
100 M g/mL£r20/zL^P 37<C t?30 ft ffl £tJ& $ * . iS # ^ £ S S-2366 
(2mmol/L) 50 fi L^r^P U WftW^tfe (405nm) SrSO^Lfco 



^2 







19 


41 


64 


79 


281 


298 


-PCI 




0.278 
0.245 


0.303 
0.301 


0.325 
0.308 


0.304 
0.316 


0.357 
0.356 


0.345 
0.330 


0.270 
0.221 


0.690 
0.724 


aPCSti(%) 


0.262 
0.00 


0.302 
9.09 


0.317 
12.35 


0.310 
10.89 


0.357 
21.32 


0.338 
17.06 


0.246 
i (-3.59) 


0.707 
100.00 



pci^AoaPc m*v>"-?ci") -?tew.ytm&o.707ttez>t^?>&pci(DmMz 

X 9 0.262lfc-e^bfc m*<0"1$W) 0 PCI^MK^SaPC^ttSrOycN PCI* 

»poapc?£44&ioo%£ Ltw/y k~ ^&*<Dmw<Dmn?£ ! &**$.yt&<» 
5£mm.*mzhtfrtibz?>, ?^#-5§-79-e2i%, 28i-c*i7%. 41-^12% irpci^ 
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X 5aPC*ig»ffc*#|MW Ufc„ aPCTO4b£<£< «J bfc*>o fc298tt#*-hflf© T^f 
chromogenic assay^* 9. jM*»0ll*ISra*tfMI Sr*f SaPC5F»flS*WWt(tfrtt 

, pci «fc S^Sft - £ #93 ft o fc 0 

^■W.W'kM^.-t^^^ K — "^$^1 X 10 7, (@(Dfffll&<fc 9 Rneasy Plant Mini 
Kits (QIAGEN, Cat. No. 74904) £fflV>-C total RNA<£*f&tt}£fifofc 0 SMART RACE 
cDNA Amplification Kit (Clontech, Cat. No. K1811-1) WC, total RNA/?» 
bcDNA<?5^SrfTo*i„ #281. #285»IgGl©SSfI«4^SW*primer, 
79. #123«IgG2b(D^^•^#m^^primer^ffiV^TAdvantage2 PCR KittCT5'- 
RACE^J:£PCR£:*TV\ HftttR*©*«*rffofc. ±t>|-I$tbfcH^]5:^Lm^DNA 
if^^pGEM-T easy vector (Promega, Cat. No. A1360) &m V^T 9 n — ~ ^ b 

mo&frti. aPC(D^mmk*wffl-t-z> - £ u-capc^tstsra^ u «^ 

T* # . ^fcjfltfelE** £ BfcjfiLjgft ifCDaPC^ «fc 5 J; f&^Kl&V ^tfffl t?*> 

5o 
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1. 7 p aT-r^CtU<^14^nx^^C (aPC) te*ht-5&#-C*>oT\ 

la^Wnr^^M, (b) fittft^n^MJOftltt 

4. jStt^oT-f yco^lftjSiaffeK^ 9 v^nfT-^ y t if^- ( 

SERPINs) -C«>5, tfrfc^l 3 fclBfttfJiftfc, 

5. ty^BfT^^t^ (SERPINs) ^pf^/Mytlf^l 
fcfi a i -T"s7 v y ^v^-Cfc^K f»^4 fcfBfc©#L#o 

6 ff^i^bSOV^-f^^lB^O^-efeoT. (a) frb (f) 

(a) IB^iJ#-^: 9, 10, $3«ktfl 1 iCfB^PT ^ / »BB«J. 

(b) @a^J#^: 2 1, 2 2, *5«tt^2 3 KHB*W>T 5 BIKWo 

(c) IB3W§-: 3 1, 3 2, &£T$3 3 miB*W>T 5 /»BB#lo 

(d) @B^IJ#^-: 2 4, 2 5, j3«fct^3 4 H:|B*©T 5 ^iftE^Jo 

( e ) :15, 16, ^17 fclfBUftOT ? J ^W3\ a 
( f ) @E^'i#-^ : 27, 28, rfcitf 2 9 tefBftOT 5: /M@E?"J 0 

*V T*??^ b * Si* J; 9 WIS tbS , ft im. 1 ^ b 3 ©V vj"*bJ&MEB<ft© 
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8. s&3fc3ua>&3 <D\,^tiwzmM<vttft&£Tfm^mzftm£ti5tefc : £^ 

Sfcliffitt^n^^fyc, Mt*M (b) HMttll a>S> 3 <^i**ta>te:fB^>£i 
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SEQUENCE LISTING 

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> ANTI-APC NON-NEUTRALIZING ANTIBODIES 

<130> C1-A0214P 

<150> JP 2002-212582 
<151> 2002-07-22 

<160> 34 

<170> Patentln version 3. 1 

<210> 1 
<211> 117 
<212> PRT 

o 

<213> Mus musculus 
<400> 1 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Ala Arg Pro Gly Ala 
1 5 10 .15 

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Ser 
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20 25 30 

Tyr Met Asn Trp Val Lys Gin Arg Thr Gly Gin Gly Leu Glu Trp He 
35 40 45 

Gly Glu Val Tyr Pro Glu Thr Gly Asn Ser Tyr Tyr Asn Glu Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Arg Ser Ser Lys Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Thr Arg Gly Gly Thr Gly Phe Asp Tyr Trp Gly Gin Gly Thr Thr Leu 
100 105 110 

Thr Val Ser Ser Ala 
115 



<210> 2 

<211> 121 

<212> PRT 

<213> Mus musculus 
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<400> 2 

Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 
15 10 15 

Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Ser Ser 
20 25 30 

Trp Met Asn Trp Val Lys Gin Arg Pro Gly Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Tyr Pro Gly Asp Gly Asp Thr Asn Tyr Asn Gly Lys Phe 
50 55 60 

Arg Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Thr Ser Leu Thr Ser Val Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Trp Gly He Thr Thr Ala Ala Trp Phe Ala Tyr Trp Gly Gin 
100 105 HO 



Gly Thr Leu Val Thr Val Ser Ala Ala 
115 120 
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<210> 3 
<211> 116 

<212> PRT 

<213> Mus rausculus 

<400> 3 

Gin He Gin Leu Val Gin Ser Gly Pro Glu Leu Glu Lys Pro Gly Glu 
15 10 15 

Thr Val Arg He Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr 
20 25 30 

Ser Leu His Trp Val Lys Gin Ala Pro Gly Lys Gly Leu Lys Trp Met 
35 40 45 

Gly Trp He Asn Thr Glu Thr Gly Glu Pro Thr Tyr Ala Asp Asp Leu 
50 55 60 

Lys Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Thr Thr Ala Tyr 
65 70 75 80 



Leu Gin lie Asn Asn Leu Lys Asn Glu Asp Thr Ala Thr Tyr Phe Cys 
85 90 95 
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Ala Arg Gly He Thr Leu Asp Tyr Trp Gly Gin Gly Thr Ser Leu Thr 
100 105 HO 

Val Ser Ser Ala 
115 



<210> 4 

<211> 121 

<212> PRT 

<213> Mus musculus 

<400> 4 

Gin Val Gin Leu Gin Gin Ser Gly Ser Glu Val Val Lys Pro Gly Ala 
1.5 10 15 

Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Arg Ser 
20 25 30 

Trp Met Asn Trp Val Lys Gin Arg Pro Gly Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Tyr Pro Gly Asp Gly Asp Ser He Tyr Asn Gly Lys Phe 
50 55 60 
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Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Thr Thr Ala Tyr 
65 70 75 80 

Met His Leu Asn Ser Leu Thr Ser Val Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Trp Gly Ser Ser Gly Ser Ser Trp Phe Ala Tyr Trp Gly Gin 
100 105 110 

Gly Thr Leu Val Thr Val Ser Ala Ala 
115 120 



<210> 5 

<211> 108 

<212> PRT 

<213> Mus musculus 

<400> 5 

Gin He Val Leu Ala Gin Ser Pro Ala He Met Ser Ala Ser Leu Gly 
15 10 15 



Glu Arg Val Thr Met Thr Cys Thr Ala Ser Ser Ser Val Ser Ser Ser 
20 25 30 
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Tyr Leu His Trp Tyr Gin Gin Lys Pro Gly Ser Ser Pro Lys Ala Trp 
35 40 45 

He Tyr Ser Thr Ser Asn Leu Ala Ser Gly Ala Pro Thr Arg Phe Ser 
50 55 60 

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Ser Met Glu 
65 70 75 80 

Ala Glu Asp Ala Ala Thr Tyr Tyr Cys His Gin Tyr His Arg Ser Pro 
85 90 95 

Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 6 

<211> 107 

<212> PRT 

<213> Mus rausculus 

<400> 6 



Asp He Gin Met Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Val Gly 
15 10 15 
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Glu Thr Val Thr He Thr Cys Arg Thr Ser Glu Asn He Tyr Ser Tyr 
20 25 30 

Leu Ala Trp Tyr Gin Gin Lys Gin Gly Lys Ser Pro Gin Leu Leu Val 
35 40 45 

Asn Asn Ala Lys Thr Leu Ala Glu Gly Val Pro Ser Arg Phe Ser Gly 
50 55 60 

Ser Gly Ser Gly Thr Gin Phe Ser Leu Lys He Asn Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Phe Gly Thr Tyr Tyr Cys Gin His Tyr Tyr Gly Thr Pro Pro 
85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 7 

<211> 113 

<212> PRT 

<213> Mus musculus 



<400> 7 
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Asp Asn Val Met Ser Gin Ser Pro Ser Ser Leu Ala Val Ser Val Gly 
I 5 10 15 

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gin Ser Leu Leu Ser Ser 
20 25 30 

Ser Asn Gin Lys Asn Phe Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
35 40 45 

Ser Pro Lys Leu Leu He Ser Trp Ala Ser Thr Arg His Ser Gly Val 
50 55 60 

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

He Ser Ser Val Asn Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin 
85 90 95 

Tyr Tyr Arg Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu 
100 105 110 

Lys 



<210> 8 
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<211> 107 
<212> PRT 
<213> Mus musculus 

<400> 8 

Asp He Gin Met Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Met Gly 
1 5 10 15 

Glu Thr Val Thr He Thr Cys Arg Thr Ser Glu Asn He Tyr Ser Tyr 
20 25 30 

Leu Ala Trp Tyr Arg Gin Lys Gin Gly Lys Ser Pro Gin Leu Leu Val 
35 40 45 

Tyr Asn Ala Lys Thr Leu Ala Glu Gly Val Pro Ser Arg Phe Ser Gly 
50 55 60 

Ser Gly Ser Gly Thr Gin Phe Ser Leu Arg He Asn Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Phe Gly Ser Tyr Phe Cys Gin His Tyr Tyr Gly Ser Pro Tyr 
85 90 95 



Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 
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<210> 9 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 9 

Asp Ser Tyr Met Asn 
1 5 



<210> 10 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 10 

Glu Val Tyr Pro Glu Thr Gly Asn Ser Tyr Tyr Asn Glu Lys Phe Lys 



1 



5 



10 



15 



Gly 



WO 2004/009641 




CT/JP2003/009087 



12/25 



<210> 11 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 11 

Gly Gly Thr Gly Phe Asp Tyr 
1 5 

<210> 12 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 12 

Ser Ser Trp Met Asn 
1 5 



<210> 13 
<211> 17 
<212> PRT 
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<213> Mus musculus 
<400> 13 

Arg He Tyr Pro Gly Asp Gly Asp Thr Asn Tyr Asn Gly Lys Phe Arg 
1 5 10 15 

Gly 



<210> 14 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 14 

Trp Gly He Thr Thr Ala Ala Trp Phe Ala Tyr 
1 5 10 



<210> 15 

<211> 5 

<212> PRT 

<213> Mus musculus 
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<400> 15 

Asp Tyr Ser Leu His 
1 5 



<210> 16 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 16 

Trp He Asn Thr Glu Thr Gly Glu Pro Thr Tyr Ala Asp Asp Leu Lys 
R 10 15 



Gly 



<210> 17 

<2H> 6 

<212> PRT 

<213> Mus musculus 
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<400> 17 

Gly He Thr Leu Asp Tyr 
1 5 

<210> 18 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 18 

Arg Ser Trp Met Asn 
1 5 



<210> 19 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 19 

Arg He Tyr Pro Gly Asp Gly Asp Ser He Tyr Asn Gly Lys Phe Lys 
15 10 15 
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Gly 



<210> 20 

<2U> 11 

<212> PRT 

<213> Mus musculus 

<400> 20 

Trp Gly Ser Ser Gly Ser Ser Trp Phe Ala Tyr 
1 5 10 



<210> 21 

<211> 12 

<212> PRT 

<213> Mus musculus 

<400> 21 



Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu His 
1 5 10 
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<210> 22 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 22 

Ser Thr Ser Asn Leu Ala Ser Gly Ala Pro Thr 
1 5 10 



<210> 23 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 23 

Tyr His Arg Ser Pro Phe Thr 
1 5 

<210> 24 
<211> 11 
<212> PRT 
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<213> Mus musculus 



<400> 24 



Arg Thr Ser Glu Asn He Tyr Ser Tyr Leu Ala 
1 5 10 



<210> 25 

<211> H 

<212> PRT 

<213> Mus musculus 



<400> 25 



Asn Ala Lys Thr Leu Ala Glu Gly Val Pro Ser 
1 5 10 



<210> 26 

<211> 7 

<212> PRT 

<213> Mus musculus 



<400> 26 
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Tyr Tyr Gly Thr Pro Pro Thr 
1 5 



<210> 27 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 27 

Lys Ser Ser Gin Ser Leu Leu Ser Ser Ser Asn Gin Lys Asn Phe Leu 

K 10 15 



Ala 



<210> 28 

<211> 12 

<212> PRT 

<213> Mus musculus 

<400> 28 



Ser Trp Ala Ser Thr Arg His Ser Gly Val Pro Asp 
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1 



5 



10 



<210> 29 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 29 

Tyr Tyr Arg Tyr Pro Leu Thr 
1 5 

<210> 30 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 30 

Tyr Tyr Gly Ser Pro Tyr Thr 
1 5 



<210> 31 
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<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> heavy chain CDR1 
<220> 

<221> MISC_FEATURE 
<222> (1) . . (1) 

<223> "Xaa" at location 1 stands for Ser or Arg 



<400> 31 

Xaa Ser Trp Met Asn 
1 5 

<210> 32 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> heavy chain CDR2 
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<220> 

<221> MISC_FEATURE 
<222> (9).. (9) 

<223> "Xaa" at location 9 stands for Thr or Ser 
<220> 

<221> MISC.FEATURE 
<222> (10) . . (10) 

<223> "Xaa" at location 10 stands for Asn or He 
<220> 

<221> MISC_FEATURE 
<222> (16) . . (16) 

<223> "Xaa" at location 16 stands for Arg or Lys 
<400> 32 

Arg He Tyr Pro Gly Asp Gly Asp Xaa Xaa Tyr Asn Gly Lys 



Gly 



<210> 33 
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<211> 11 

<212> PRT 

<213> Artificial 



<220> 

<223> heavy chain CDR3 



<220> 

<221> MISC_FEATURE 

<222> (3).. (3) 

<223> "Xaa" at location 3 stands for He or Ser 



<220> 

<221> MISCLFEATURE 

<222> (4).. (4) 

<223> "Xaa" at location 4 stands for Thr or Ser 
<220> 

<221> MISCLFEATURE 

<222> (5) . . (5) 

<223> "Xaa" at location 5 stands for Thr or Gly 



<220> 

<221> MISCLFEATURE 

<222> (6).. (6) 

<223> "Xaa" at location 6 stands for Ala or Ser 
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<220> 

<221> MISCJFEATURE 

<222> (7) . . (7) 

<223> "Xaa" at location 7 stands for Ala or Ser 

<400> 33 

Trp Gly Xaa Xaa Xaa Xaa Xaa Trp Phe Ala Tyr 
1 5 10 



<210> 34 

<211> 7 

<212> PRT 

<213> Artificial 

<220> 

<223> light chain CDR3 
<220> 

<221> MISCJFEATURE 
<222> (4) . . (4) 

<223> "Xaa" at location 4 stands for Thr or Ser 



<220> 
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<221> MISC JFEATURE 

<222> (6) . . (6) 

<223> "Xaa*' at location 6 stands for Pro or Tyr 

<400> 34 



Tyr Tyr Gly Xaa Pro Xaa Thr 
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